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To estimate the familial morbid risk for children and adolescents with anxiety syndromes, interaction of familial psychopathology across generations was defined as follows: Psychiatric history only in grandparents (G1); psychiatric history only in proband (mother or father, G2); psychiatric history on both previous generations (G1 & G2). The research general schema for this chapter is as follows:
Analyses were done using the Stata 8.0 program. Variance and confidence interval estimation accounted for the complex stratified sampling of the survey, as well as for the clustering by family units that has been extensively described elsewhere (Caraveo et al., , 2002 Vega et al., 2002) . Morbid risk in terms of the odds ratio was calculated using generalized estimating equations (GEE) population-averaged models with an exchangeable structure. GEE is an iterative procedure, using quasi-likelihood to estimate the regression coefficients; the relationships between the variables of the model at different time-points are analysed simultaneously. Because the repeated observations within one subject are not independent of each other, a correction must be made for these within-subject correlations choosing a correlation structure. In an exchangeable structure, as used in this study, the correlations between subsequent measurements are assumed to be the same, irrespective of the length of the time interval (Twisk, 2003) . Analyses were carried out controlling for the effect of different potential confounding variables. The first group included: grandparents' gender, proband's gender and age, children's gender and age, proband's labour status, and household income. The second group included the following proband's psycho-social variables: relationship with spouse, stress at work, couple's total work hours per week, worries between home and work, perception of family support (not living at the same household), perception of community support, own health's perception, and social isolation. On these, the survey included specific sections with questions and scales that were used by Dr. Kessler at the NCS and described elsewhere . Scores were converted into dummy variables using quartiles. As a multi-nominal sampling was used, and the odds ratios are always an over-estimation of the real population's relative risk, GEE population-averaged analysis with Poisson regression was performed based on the results of the most complete previous models (McNutt et al., 2003) . Also, as the data are representative of the population and a wide comprehensive approach of psycho-social variables was included, the attributable risk in the population was also obtained from the complete models with GEE population-averaged logistic analysis.
Results
Characteristics of the sample are shown in Table 1 . Proband's mean age was 34.8 years old, 55% had one offspring, 30.5% had two, 11.3% had three, 3.2%had up to six offspring. Children mean age was 9.7 years old; distribution by age groups was as follows: 4-5 years old 16.3%, 6-8 years old 25.5%, 9-12 years old 30.9%, and 13-16 years old 27.4%. The estimated household income was divided into 5 levels Prevalence of psychiatric disorders by groups in G1 and G2 are shown in Table 2 Psychiatric Antecedents Grandparents % (95% CI) Parents % (95% CI) Anxiety only 1.0 (0.2, 1.9) 6.2 (4.1, 5.8) Depression only 7.4 (4.9, 9.9) 5.4 (3.6, 7.2) Substances only 6.4 (4.2, 8.7) 0.6 (0.0, 1.3) Anxiety & depression 10.6 (8.4, 12.9) 3.8 (1.8, 5.8) Anxiety, depression & substances 11.9 (9.2, 14.7) 3.5 (2.2, 4.9) Table 2 . Prevalence of psychiatric disorders on G1 and G2
Prevalence of the screening anxiety syndromes in children an adolescent is 4.1% (CI: 2.7, 5.6) and 4.0% (CI: 2.7, 5.3) for generalized anxiety and anxiety with inhibition, respectively. Both syndromes are more prevalent in boys, 5.4% and 5.0%, than in girls, 2.9% and 3.1%, respectively.
Does familial psychopathology
, that is, any type of disorder in the two previous generations is associated with the report of screening anxiety syndromes in the offspring? Results on Table 3 show that psychopathology on G1 is not significantly associated with the report of any of the two screening anxiety syndromes in G3. However, the probability for developing the generalized anxiety syndrome in the offspring is significantly associated, in terms of the odds ratio, 6-fold increase, when there is history of psychiatric disorders in the parent, Gen-2, and considerably increases to 24-fold increase when there are also psychiatric antecedents in grandparents (G2 & G3 Table 4 show that for generalized anxiety the strength of the association increases notably when there is psychopathology interaction between G1 and G2. The contribution of G1 seems to arise from grandmother's psychopathology, as when controlling for sex, grandfather's psychopathology is inversely associated. The rest of the variables, not included on the Tables, did not show a statistical significant association. For the anxiety with inhibition screening syndrome, interestingly, mother's psychopathology emerged showing a 7-fold increase, which is similar in magnitude to the G2 association with the generalized anxiety syndrome. Also, psychopathology interaction between G1 and G2 became significantly associated on the anxiety with inhibition syndrome, as well as low household income. Table  5 , results show that for general anxiety the odds ratio for G 2 increases considerably, from almost a 7-fold increase in the previous model to a 20-fold increase, although it is important to note that the confidence interval is very wide. A little increase in the odds ratio is also observed for the association with psychopathology on both previous generations. Stress at work emerged as an important proband's psychosocial variable associated with the generalized anxiety syndrome in the offspring, while more total working hours per week is associated with the syndrome anxiety with inhibition. Having worries between home and work is inversely associated with the presence of both anxiety syndromes, while for anxiety with inhibition, relationship with spouse is also inversely associated. Table 5 . Familial psychiatric antecedents and anxiety syndromes in the offspring, 2 nd . Adjustment
As the odds ratios are always an over-estimation of the real relative risk, GEE populationaveraged analysis with Poisson regression was performed to obtain the prevalence risk ratios, PRR. Results on Table 6 show that PRR are smaller than previous adjusted odds ratios. Also, for anxiety with inhibition, besides the variable working more hours per week, being employed and living in a low income household, completed the risk picture. Considering all the variables studied in the population, familial psychopathology interaction between G1 & G2 explains most of the risk for the generalized anxiety syndrome in the offspring, along with higher stress at work on G2. In contrast, for the anxiety with inhibition syndrome, psychiatric familial atributable risk is low, but most important is that a better couple's relationship is a considerable protective factor.
2.4.4
What specific groups of psychiatric familial disorders are associated with the development of anxiety syndromes in the offspring? In order to answer this question, groups of psychiatric disorders in G1 and G2 were entered in the analyses as independent covariates. Because of the extremely low prevalence of G 3 anxiety syndromes in the non-comorbid grandparents' antecedents groups, the analysis was restricted to the comorbid-anxiety groups. Results on Table 7 shows that comorbid anxiety either with depression or with it and substance abuse in grandparents are significantly associated with the generalized anxiety syndrome in G3, but not with the screening syndrome anxiety with inhibition. All groups of parent's psychiatric disorders are associated with generalized anxiety, and odds ratios are quite consistent for all groups, except for the depression-only group. For anxiety with inhibition, parent's comorbid anxiety-depression as well as anxiety-only, show significant association. Table 7 . Specific familial antecedents and anxiety syndromes in offspring, crude.
2.4.5
Does the magnitude of the association remains or is it modified when adjustment for the first block of covariables is introduced to the model? Do gender, age, household income and labour status play a role for the development of anxiety syndromes in the offspring?
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The odds ratios between grandparents' history of anxiety-comorbid disorders and the presence of both anxiety syndromes in their grandchildren as shown in Table 8 are practically the same as in the previous model. That is, history of anxiety-comorbid disorders on G1 is significantly associated with general anxiety screening syndrome on G3, but not with the screening syndrome anxiety with inhibition. Although none of the first group of potential confounding variables was found significantly associated with anxiety syndromes on G 3, some effects on the magnitude of the association between groups of psychiatric disorders on G 2 and the screening anxiety syndromes on G 3 became evident. The strength of the association between anxiety-only, depression-only and comorbid anxiety-depression disorders with the generalized anxiety syndrome in the offspring increases, while an antecedent of comorbid anxiety-depression and substance abuse is no longer significant. For the anxiety with inhibition screening syndrome, only history of comorbid anxiety-depression remains significantly associated. Table 8 . Specific familial antecedents and anxiety syndromes in offspring, first adjustment.
2.4.6
When adjustment for the proband's psychosocial variables is introduced in the analysis, results on Table 9 show that female children and adolescents develop less generalized anxiety syndrome than males. Also, as previous results have shown in Table 5 , the relationship with spouse is inversely associated with the presence of anxiety with inhibition in the offspring. The strength of the association between comorbid anxiety on G 1 and both anxiety syndromes on G3 remain more or less the same. However, changes emerged between G2 and G3: Anxiety-only, became associated with the syndrome anxiety with inhibition; depression-only is marginally associated with generalized anxiety. GEE population-averaged analysis with Poisson regression was performed to obtain the PRR. Results on Table 10 show that depression-only reaches statistical significance, as it was only marginally associated in the precedent analysis with generalized anxiety in the offspring. However, PRR is almost half compared to parent´s antecedents of anxiety-only disorders. 2.4.7 Psychosocial variables are closer to actual and on-going circumstances. As in the method used for the analysis of the data the correlations between subsequent measurements have been assumed to be the same, and this does not hold for psychosocial variables, the final analysis included only information between probands (G 2) and their children (G 3).
Results presented on Table 11 show that parent's history of anxiety-only as well as comorbid anxiety-depression are significantly associated with both screening anxiety syndromes in their offspring. Also, as in the previous model, male children develop more generalized anxiety as compared to females, and the relationship with spouse is inversely associated with the presence of anxiety with inhibition in the descendant. Interestingly, two variables, one from each adjustment's group, became associated with anxiety syndromes in the offspring: household income and proband's own health perception. The first, only associated with the generalized anxiety syndrome, while the second with both. For generalized anxiety in the offspring, it is worth noting that the strength of the association with parents' anxiety-only disorders diminishes more than a half as compared when grandparents antecedents were included in the previous analysis, while comorbid anxiety-depression antecedents shows a slight increase in the odds ratio, and depressiononly diminishes one-fold. Comparatively, for the anxiety with inhibition syndrome in the offspring the strength of the association with parents' comorbid anxiety-depression increases one-fold and becomes significantly associated, while anxiety-only and depression-only show a very slight increase.
Antecedents in parents
Generalized anxiety OR (95% CI) P Anxiety with inhibition OR (95% CI) P Anxiety-only 3.5 (1.6, 7.9) .002 3.0 (1. Table 12 . Parent´s disorders, and anxiety syndromes in offspring, adjusted risk ratios
Discussion
This epidemiological study in the general population of Mexico City has shown evidence, consistent with results from studies on Caucasian populations in developed countries (Klein & Pine, 2002) , that familial risk for developing anxiety disorders is a fact, thus not limited by ethnicity or culture, but mediated by socio-economic conditions. Our contribution is that to our knowledge, there are no other studies that have analyzed familial risk for anxiety disorders in children and adolescents across three generations in the general population. However, some considerations and limitations of the study should be kept in mind before discussing the results. Assessments of psychiatric history in grandparents, G1, and lifetime psychiatric diagnoses on probands, G 2, were made with accepted international criteria and epidemiological instruments (Kendler et al., 1997; Kessler et al., 2002) . Screening for caseness in children and adolescents, G 3, was made with a new questionnaire: The Brief Screening and Diagnostic Questionnaire (CBTD for its initials in Spanish). It is important to highlight that the CBTD includes symptoms that are frequently reported as motives for consultation at outpatient mental health services. So, the instrument does not merely translate diagnostic criteria into questions but rather use the way that the population perceives and express concern about their children's behaviour, in order first, to define caseness and second, to identify probable disorders. Screening syndromes for several children's psychiatric disorders were obtained from this general population study (Caraveo, 2006; 2007) . The hypothesis was that data would be able to identify a generalized anxiety syndrome as well as a separation anxiety syndrome. The first was fully accomplished but not the second one. Instead of it, what has been presented as the anxiety with inhibition syndrome, emerged from the cluster analysis and do not resemble any accepted diagnostic category. Nonetheless, concurrent validity with DSM-IV anxiety diagnoses has been found to be good (Caraveo et al., 2011 accepted for publication).
As the principal objective of the survey was focused on adult population, only one adult was selected at each household, and so familial risk across generations, is lacking on information about one parent. However, as the sample was representative of the adult population aged 18 to 64 years; morbid risk was calculated using GEE averagedpopulation models, in which the interest is the population and not the individual's risk (Twisk, 2003) . Other limitations are: This was a cross-sectional study. All information was obtained from only one person and retrospectively. Comorbidity between anxiety and other syndromes in children and adolescents were not considered for control during the analyses, and impairment associated with the screening anxiety syndromes was not assessed.
Do the results show sufficient evidence supporting the hypothesis of a familial risk between the screening anxiety syndromes in children and adolescents and familial antecedents of psychopathology in the two precedent generations?
From the more general standpoint, that is the association between the two screening anxiety syndromes in the offspring, G3, and any familial psychiatric history on G1, G2, and the interaction between G1 and G2, results suggest that for the generalized anxiety syndrome familial risk is more plausible than for the anxiety with inhibition syndrome. Crude odds ratios showed that generalized anxiety is 6 times more frequent in G3 when there is history of any psychiatric disorders in the proband, G2, with a statistical significance of P<.05, and considerably increases up to 24 times more, P<.001, when there is also history of psychiatric disorders in grandparents, G1 and G2. Controlling the effects of potential confounding variables increased the odds ratios as well as confidence intervals indicating high variability, altough and very important, statistical significance of these morbid risks, P<.05 and P<.001 respectively, persisted throughout all the analyses. Adjusting for the first block of confounders suggested that the interaction between G2 and G1 relies more on grandmothers' psychopathology. However, its statistical significance was lost when control for other variables was included. Nonetheless, its relevance should be kept in mind for further studies as the mother´s figure is very important in familial relationships. An intergenerational study (Hammen et al., 2004) have presented very interesting data on how major depressive disorder (MDD) in grandmothers have an effect on grandchildren by maternal, G2, chronic interpersonal stress. On this, there is the fact that grandmothers help their descendants in nurturing and raising grandchildren especially if both parents have to work, or when their offspring are single parents. Most important, and certainly a distinctive contribution from this study, is the documentation of the enormous increase in the association between psychopathology in G 2 and generalized anxiety in G 3 when controlling for the proband's psychosocial variables. Odds ratio raised from a 7-fold increased risk to a 20-fold increased risk between any parent's psychiatric disorder and generalized anxiety in their offspring, along with the variable stress at work with a 6-fold increased risk, P<.005, thus indicating the impact of the financial crisis on the mental health status and well-being of the population. Moreover, the attributable risk of the variable stress at work showed a range, according to quartiles, from 1.2% to a high 31.9%. To have an idea of how important the financial crisis was, here are some data: Money exchange rate increased from 3.49 pesos x dollar to 9.42; devaluation represented 173.82%; inflation 225.32%, and acquisitive power diminished 34.79 % (Fernández-Torres, 2005 Adjusted prevalence risk ratios clearly shows that morbid risk for the generalized anxiety syndrome in descendants is almost the double when there is interaction between history of psychiatric disorders on G1 and G2 as compared to only having psychiatric antecedents on G2. These first results follow the path reported on major depressive disorder, MDD, across three generations by Weissman et al. (2005) that found a 5.4-fold increased risk for any disorder in the offspring when interaction between grandparental MDD and parental MDD was present. Also, Pettit et al. (2008) using linear regression procedures reported that the interaction of G1 MDD x G2 MDD significantly predicted Anxious/Depressed scores on the Children Behavior Check List (CBCL).
Compared to the generalized anxiety syndrome, associations of the anxiety with inhibition sydrome as related to any familial psychiatric antecedents across generations and potential confounding variables, results suggest a more situational determined condition rather than a disorder with a clear familial risk. However, when adjustment was made for the first block of potential confounding variables, gender, age, household income and labour status, the interaction between history of any psychiatric disorders on G1 and G2 showed an almost 5-fold increased risk, P<.02, suggesting somekind of psychiatric familial liability and mostly on women probands. Only the lifetime history of psychiatric disorder in mothers was associated with the outcome in the offspring, when adjustment was made for the probands' psychosocial variables. In terms of the prevalence risk ratio, having -predominantly-a mother with a psychiatric disorder, employed, working as a couple more hours per week, and living in a low-income household, are risk factors associated with the outcome syndrome anxiety with inhibition in children and adolescents.
B a s e d o n t h e s e r e s u l t s , i t i s f a i r t o a s k : I s t h e a n x i e t y w i t h i n h i b i t i o n s y n d r o m e i n descendants a gender-related parent disorder? Is it the result of different disadvantages, both individual and social?
3.2 Do the results on the screening anxiety syndromes in children and adolescents show sufficient evidence supporting an anxiety familial risk across generations? With the preceding broad and encouraging panorama, the next inquire was on what kind of specific psychiatric familial antecedents are associated with the outcome of anxiety syndromes in children and adolescents. Results have shown that comorbid anxiety disorders in grandparents seems to interact with anxiety-only as well as with anxiety comorbid disorders in parents, determining a robust morbid risk for the generalized anxiety screening syndrome in descendants. Moreover, comorbid anxiety-depression followed by anxiety-only lifetime disorders in parents showed the highest attributable risk for this syndrome in the offspring, 15.4% and 10.2%, respectively. In contrast, the attributable risk of parents' depression-only for this syndrome is considerably low, from 1.9% to 3.3%. These results are consistent with findings from a cohort longitudinal study over 32 years (Moffit et al. 2007 ) in which non-comorbid MDD involved lower levels of risk than comorbid MDD + Generalized Anxiety disorder (GAD). Hale et al. (2009) in a prospective 5-year study in two cohorts of early and middle adolescents from the general population at The Netherlands, used a framework of structural equation modeling to investigate whether anxiety and depression disorder symptoms corresponds to one general factor or do they are two distinct disorders with parallel growth processes. The latter, was the best model and results also suggested that the development of one disorder may be affected by the initial symptom severity of the other disorder. Weissman et al., (2005) found a 5-fold increased risk for an anxiety disorder in grandchildren when interaction between grandparental MDD and parental MDD was present. Our results are very similar, the PRR showed a 4.7-fold increase on parents with comorbid anxiety-depression having grandparents' psychiatric antecedents as separate covariables and a 5.1-fold increase when only parents' disorders were analyzed. Considering exclusively the risk between parents' anxiety-only disorders and the generalized anxiety syndrome in descendants, our results have shown a 5.8-fold increased risk when grandparents' psychiatric antecedents were covariates and a 3.2-fold increased risk without them. Both results are higher than the relative risk reported on G1 MDD x G2 MDD interaction and offspring MDD, 2.08-fold increase, as well as for any mood disorder, 2.42-fold increase. As our results come from a general population sample rather than from a clinical setting, findings could suggest that familial risk for generalized anxiety across three generations is higher than the observed for MDD. However, this could be a mediation effect of the financial crisis. On this, besides gender and familial antecedents as risk factors, offspring living in households with relative better income, and with parents reporting poor own's health perception were at increased risk for presenting generalized anxiety syndrome. The first variable indicates the struggle of mostly the middle class population, in order to face the economic crisis, while the second one also speaks about the concern on social support, a risk that is equally shared by parents with offspring showing anxiety with inhibition. The presence of lifetime anxiety disorders in both grandparents and parents, as opposed to only one generation, may reflect higher genetic loadings for emotional disorders as observed for the generalized anxiety syndrome. In contrast, at a first glance, the anxiety with inhibition syndrome seemed not show the same pattern. However, following closely the results, in the first analysis, crude odds ratios showed that parent's comorbid anxietydepression as well as anxiety-only, are significantly associated with the outcome. Adjusting for the first group of potential confounders, only history of comorbid anxiety-depression in parents' remains significantly associated, which indicates the more severe form of the disorder as discussed earlier. However, when psychosocial variables were introduced to the model, parents' history of anxiety-only became the single psychiatric antecedent significantly associated with this syndrome. Nonetheless, odds ratios and risk ratios indicated that the morbid risk is practically the same for parents' history of anxiety-only and for comorbid anxiety-depression (Tables 9 & 10) . Moreover, the attributable risk is 5.4% for the first, while slightly higher, 7.7%, for comorbid anxiety-depression, and its noteworthy the 3.5% contribution from grandparents' comorbid anxiety-depression disorders. These results suggest that the anxiety with inhibition syndrome also has a familial anxiety risk across generations, although less pronounced as compared to the generalized anxiety syndrome.
Conclusion
The present study has shown consistent evidence that anxiety syndromes in children and adolescents from the general population, as screened with the CBTD, have a clear anxietyrelated familial risk across generations. The morbid risk is more evident for the generalized anxiety syndrome, and possibly higher than what has been reported on MDD-only by other studies. However, this could be a mediation effect of the financial crisis that occurred at the time of the study. The morbid risk associated with comorbid anxiety-depression in precedent generations is higher than the obtained on anxiety-only disorders and almost the same as reported in multigeneration MDD studies. The anxiety with inhibition syndrome has a less pronounced anxiety-related familial risk across generations and results suggest that it is a gender-related parent disorder where different disadvantages, both individual and social, may play a moderating role. Findings have clinical implications; some of them have been already taken into practice. The Brief Screening and Diagnostic Questionnaire, CBTD, has been tested in primary care settings an incorporated as a basic tool for health services in Mexico City. Obtaining a screening family history of anxiety, depression and substance-abuse disorders as used in this study, as well as the assessment of impairment in children, evaluation of child-rearing practices, family style for solving problems at home, and report of domestic violence, have been tested as basic issues for the surveillance of mental health in childhood and andolescence.
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